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Physical examination at birth showed apparent macrocephaly with frontal and biparietal bossing, large fontanelles and wide sutures, sparse scalp hair, and prominent scalp veins; hypoplasia of the facial bones, small and beak shaped nose; upward slanting palpebral fissures; hypertelorism, sparse eyebrows and eyelashes; and very low set, small, dysplastic ears with absent lobes. The mouth, with one incisor, was small and retracted, with a small linear dimple below the lower lip; the chin was sharp and pointed. All these features conferred a progeroid appearance to the patient (fig 2A, B) .
The thorax showed a broad base and there were no cardiac murmurs. The external genitalia were of a normal female. The limbs were slender with flexed articulations and the hands and feet appeared large. There was generalised deficient subcutaneous fat, with the exception of excessive fat on the buttocks. The skin was thin, dry, and shiny. She was hypertonic and died at 2 weeks of an undetermined cause.
Radiographs showed craniofacial disproportion and severe dysostosis. The ilia were hypoplastic with a trident configuration of the acetabula, the metaphyseal end plates of the long bones, mainly the femora and tibiae, were irregular, and the diaphyses were thin (fig 3A,  table 2 ). Chromosome study showed a normal karyotype, 46,XX. fig 2C) . There was craniofacial disproportion with small facial bones, depressed frontonasal angle, ocular proptosis, small, beak shaped nose, small and low set ears with a normal configuration, a downward slanting mouth with four teeth, two yellowish maxillary and two mandibular incisors, and a V shaped palate. There was evident gynaecomastia without milk secretion, a short prepuce, and bilateral cryptorchidism.
The extremities appeared thin, with long hands and feet (fig 2D) , stiff articulations, and prominent muscle mass and venous circulation. In general, the skin was thin and hyperaemic, with deficient subcutaneous fat. The finger and toenails were normal.
Ophthalmic examination showed normal anterior poles, clear lens and vitreous, and hypopigmented fundi. Neurologically he was hypertonic and his cry was weak.
Results of lipid determination are shown in table 3 . Hormone assays showed high levels of prolactin (140 ng/ml, normal values (NV) <15 ng/ml), testosterone (2.4 ng/ml, NV <0.1 ng/ml), oestradiol (107 pg/ml, NV 3-10 pg/ml), and T4 (19.3 pg/100 ml, NV 7.3-15 gg/100 ml). TSH analysis gave results within normal limits (0.65 pIU/ml, NV 0.5-5 ,IU/ml); T3 assay was not reported. Chromosome study showed a normal karyotype, 46,XY. Radiographs showed craniofacial disproportion, large sutures and fontanelles with evident severe dysostosis, frontal and parietal bossing, elongated orbits, global hypoplasia of the facial bones, and thin long bones with enlarged metaphyseal end plates in the femora and tibiae ( fig 3B, C, D, fig 2E) .
The neck was short with redundant skinfolds and the chest was short and showed a broad base without cardiac murmurs or abdominal visceromegaly. There was gynaecomastia, hypoplastic prepuce, and cryptorchidism. The limbs were thin with enlarged and rigid articu- lations and the hands and feet were large with arachnodactyly and flexion ( fig 2F) . He had rocker bottom feet. The skin was dry, thin, and shiny with generalised absence of subcutaneous fat. He had normal reactions but was hypertonic. Chromosome study showed a normal karyotype, 46,XY. Radiographs taken in the first week showed a skull with a large cranium, small facial bones, and wide cranial sutures. There was micrognathia with high mandibular angles, thin ribs, hypoplasia of the vertebral bodies, thin diaphyses of the long bones, mainly the fibulae, wide metaphyses of the femora and tibiae (fig 3E, F The majority of these patients die during the first days or months after birth. Two of our patients survived for two and six months. The date of death of the third is not known. Only three patients have survived for some years,6 8 11 but the other cases have had a short life span. One of our patients died of bronchopneumonia. Because no pathological details were obtained in these patients, we cannot comment on the neuropathological findings of sudanophilic leucodystrophy reported by Martin et al. 12 Radiographs of our three patients showed skeletal abnormalities that have been previously described6 (table 2) . In addition, our patient 3 had a high mandibular angle and bone age in agreement with his chronological age. Moreover, it appeared that dysostosis involved the metaphyseal area more than the epiphyseal. Nevertheless we think that membranous rather than endochondral ossification is involved.
One case developed hypothyroidism.8 At birth our patient 2 showed hyperprolactinaemia and high testosterone, oestradiol, and T4, with low normal TSH; the patient of Rudin et ar5 had normal levels of HGH, cortisol, FSH, and LH. However, both had disturbances in lipid metabolism, with increased serum triglycerides and very low density lipoprotein (VLDL) and diminished low density lipoprotein (LDL) fraction in the former, and raised VLDL and low levels of LDL and HDL in electrophoretic assays in the second. In another patient' lipoproteins were in the normal range.
The lipid findings in these patients are summarised in table 3. Deficient biosynthesis of decorin has been reported, although this is a non-specific and probably secondary phenomenon.9 As in the other previously published cases, peripheral lymphocyte chromosomes were normal in number and structure in our patients.
The aetiology of Wiedemann-Rautenstrauch syndrome is still unclear; it has been stated that it is not a malformation syndrome, but a disorder that involves mesenchymal tissue, mainly subcutaneous fat.3 Our findings implicate a disturbance in the mechanism of bone maturation as well as lipid and hormone metabolism.
